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Counselling Patients
for GLP-1 Analogue
Therapy: Comparing
GLP-1 Analogue with
Insulin Counselling

In addition to non-pharmacological and pharmacological
interventions, patient counselling and modification
of lifestyle play a key role diabetes management.!
Patient counselling is necessary to ensure adherence to
pharmacological therapy.®?! Although insulin remains
the most powerful tool to achieve glycaemic control, it
is sometimes initiated too late in the course of diabetes,
due to various physician- and patient-originated
barriers.P! Recently, newer injectable drugs have
become available for management of diabetes. These
include glucagon-like peptide-1 (GLP-1) analogues
such as liraglutide and exenatide, and amylin analogues
like pramlintide.”! No recommendation is available
to guide diabetes care professionals regarding the
science and art of counselling for these drugs. In this
article we focus on counselling patients for liraglutide
(Victoza® Novo Nordisk A /S, Denmark) and exenatide
(Byetta and Bydureon; Amylin/Eli Lilly, USA). GLP-1
agonists have shown significant and clinically relevant
benefits over other anti-diabetic medications.'? Since
its introduction in India in June 2010, we have initiated
liraglutide in over 100 type-2 diabetic subjects. This
article focuses on the specific aspects of GLP-1 analogue
counselling and highlights the subtle differences
between counselling for GLP-1 analogue and insulin,
based on our clinical work with a large, heterogeneous
patient cohort.

The unique features of GLP-1-based therapy, and
differences between insulin and GLP use and adverse
effects profiles, make counselling for GLP-1 analogues a
challenge. The GLP-1 agonists liraglutide and exenatide
differ from insulin in several aspects: Mechanism of
action, benefits, side-effect profile, injection timing, need
for blood glucose monitoring, and complexity of the
regimen.! In addition, onset of action is usually faster
with rapid-acting insulin than GLP agonists. Acutely,
insulin may be a life-saving drug with immediate
dramatic effects. The benefits of GLP-1 analogues,
on the other hand, may not be visible so quickly. The
side-effect profile is dissimilar: Insulin is associated

with hypoglycaemia and weight gain, whereas GLPs
are associated with gastrointestinal symptoms, which
are for the most part mild and transient. Rules for
self-adjustment of dose and sick day management still
need to be formulated for GLPs. In a pay-from-pocket
scenario, counselling has to be done about the relatively
higher cost of GLP-1 analogues, as compared with
insulin.

Some patients may find it difficult to accept injectable
therapy at first suggestion. One should introduce the
concept of the drug, inform the patient about its potential
benefits and risks, and if necessary, offer time to think
it over. The discussion can be continued in the next
consultation, after a reasonable ‘contemplation period’.
In our experience, longer contemplation periods may
lead to better compliance and lower discontinuation
rates.

For a patient to accept insulin or GLP-1 analogues, and

to continue taking it regularly, it may help to explain

the mechanism of action. One should use simple, easy
to understand analogies to explain the concept of

GLP-1- and GLP-1-based therapy. For example, we have

used explanations such as:

* GLP-1 is a hormone which increases the good
hormone secreted by the pancreas (insulin) while
reducing the bad hormone (glucagon).

* GLP-1 helps your pancreas to work better by putting
out more insulin, but only when needed.

Clinical trials of GLP-1 analogues have shown numerous
favourable outcomes: Better glycaemic control, reduction
in body weight, improvement in lipid profile, reduction
in systolic blood pressure, improvement in B-cell
function, any of which may be of interest to or pertinent
to many diabetic patients.>?!

The counsellor should build on existing knowledge and
needs of the patient. For example, an obese patient would
benefit from explanation about the weight-reducing
property of liraglutide. Another patient who has a strong
family history of cardiovascular disease may appreciate
learning about the blood pressure- and lipid-lowering
action of GLPs. Someone who is aware of the concept
of insulin resistance might prefer information on insulin
sensitivity. GLP-1 use is linked with weight loss. This is
an attractive property for most patients, and should be
reinforced. A simple way of describing this is:

“Using the drug will help you will likely help you
achieve two important goals: A more healthful weight
and better glucose control.”
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Because GLP-1 agonists only stimulate $-cells to produce
insulin when glucose levels are elevated, when used as
monotherapy there is minimum risk of hypoglycaemia.
While counselling a potential patient, the diabetes
care professional should focus on the safety and
efficacy of these drugs, highlighting the lesser chance
of hypoglycaemia. This can be done by using a simple
analogy such as:

“GLPs can help you achieve safe and effective glucose
control. Because other choices might be more likely to
cause hypoglycaemia, we think this is a safer method.

Patients are sometimes apprehensive of injectable therapy.
They feel it will be difficult to administer, complex to
adjust, involve frequent monitoring, be linked to rigid
meal patterns, and impact their freedom of lifestyle.

The unmatched advantages of GLP-1 analogues in this
regard need to be emphasised in simple words. For
example:

“Using GLP-1 agonists is generally quite simple;
short acting agents are given once or twice daily, and
long-acting exenatide is given once weekly. Time of
day does not appear to make a big difference, and most
patients find the injection easier than they expected.”

“As the risk of hypoglycemia is quite low, one need not
follow a strict six meal pattern, or monitor glucose levels
multiple times a daily.”

Some GLPs are available in pen devices, making
injections more acceptable. The technique, site, and
rotation for GLP-1 analogues are similar to that for
insulin. Long-acting exenatide is also available, but the
technique for mixing it prior to injection is different than
liraglutide or short-acting exenatide.

The most common adverse effects of GLP-1 analogues
are related to the gastrointestinal tract. The minority
of patients who experience nausea and/or vomiting
should be reassured that such symptoms are typically
short-lived and mild, and are only rarely a cause of
discontinuation of therapy

One should specify the advantages of these effects in
advance:

“The loss of appetite may help you reduce weight and
achieve glycemic control.”

No counselling session on GLP-1 analogues is complete
without a discussion of its cost, especially in a
pay-from-pocket scenario. The cost of GLP-1 analogues
should be put in perspective. Compared with the cost

Table 1: Dosage of GLP-1 analogues

Drug Dosage Frequency and timing

Liraglutide 0.6 mg initially, =~ Once daily, without
up-titratable to relation to meals
1.2and 1.8 mg

Exenatide 5ug, Twice daily, 60 min
up-titratable to prior to meals
10 ug

Exenatide LAR  2mg Once a week, without

relation to meals

GLP-1: Glucagon-like peptide-1

of oral hypoglycaemic drugs (especially dipeptidyl
peptidase-4 (DPP-4) inhibitors), anti-obesity drugs, and
the complications of diabetes, these molecules are not
that all expensive.

The doses of various GLP-1 analogues are mentioned
in Table 1.

DPP-4 inhibitors are often compared with GLP agonists.
Although as a class, incretins have the potential to
improve satiety, slow gastric emptying, blunt glucagon
secretion, and stimulate glucose-dependent insulin
secretion, because the plasma levels of GLP-1 are
significantly lower with DPP-4 inhibitors than with
GLP-1 agonists, DPP-4 inhibitors produce GLP levels
that are only sufficient to blunt glucagon and stimulate
glucose-dependent insulin secretion. This difference
in GLP-1 plasma levels also explains the difference in
weight loss seen between GLP-1 agonists and DPP-4
inhibitors.

In conclusion, counselling is an essential part of GLP-1
analogue prescription. We hope that this communication
assists clinicians to counsel their patients in the use of
GLP-1 agonists.
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